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 ⫹ᄞ⒴ࡣ᪩ᮇデ᩿ࡀ㞴ࡋࡃࠊࡑࡢணᚋࡣ୙Ⰻ࡛࠶ࡿࠋ⫹ᄞ⒴ࡢ๓㥑⑓ኚ࡜ࡋ࡚⫹ᄞ⭢⭘ࡀ࠶ࡆࡽࢀ
࡚࠸ࡿࡀࠊ⫹ᄞ⒴ࡢⓎ⒴࣓࢝ࢽࢬ࣒ࡣ༑ศ࡟ゎ᫂ࡉࢀ࡚࠸࡞࠸ࠋFragile Histidine Triad (FHIT)㑇ఏ
Ꮚࡣ 3p14.2 ࡟఩⨨ࡋྛ✀ࡢ⒴࡛␗ᖖࡀㄆࡵࡽࢀࠊ⒴ᢚไ㑇ఏᏊࡢ୍ࡘ࡜ࡋ࡚ὀ┠ࡉࢀ࡚࠸ࡿࠋࡑࡢ




௒ᅇᡃࠎࡣ⒴ᢚไ㑇ఏᏊࡢ୍ࡘ࡛࠶ࡿ FHIT 㑇ఏᏊ࡜࣑ࢫ࣐ࢵࢳಟ᚟㑇ఏᏊ࡛࠶ࡿ MLH1 㑇ఏᏊ࡟




 1991ᖺ࠿ࡽ 2001ᖺ࡟࠿ࡅ࡚እ⛉ⓗ࡟ษ㝖ࡉࢀࡓ⫹ᄞ⒴ 20౛㸦㧗ศ໬ᆺ 7౛ࠊ୰ศ໬ᆺ 5౛ࠊங
㢌ᆺ 6౛ࠊపศ໬ᆺ 2౛㸧࡜⫹ᄞ⭢⭘ 3౛ࡢ࣐࣍ࣝࣜࣥᅛᐃࣃࣛࣇ࢕ࣥໟᇙᮦᩱࢆ⏝࠸࡚ࠊᢠ FHIT
࢘ࢧࢠ࣏ࣜࢡ࣮ࣟࢼࣝᢠయࠊᢠ MLH1࣐࢘ࢫࣔࣀࢡ࣮ࣟࢼࣝᢠయཬࡧᢠ P53࣐࢘ࢫࣔࣀࢡ࣮ࣟࢼࣝ
ᢠయࢆ⏝࠸ࠊABC ἲ࡟ࡼࡾච␿⤌⧊໬ᏛᰁⰍࢆ⾜ࡗࡓࠋFhit ච␿⤌⧊໬ᏛᰁⰍࡢホ౯ࡣࠊᰁⰍ㡿ᇦ
࡜ᰁⰍᙉᗘ࡛⾜࠸ࠊⓎ⌧㡿ᇦ࡛ࡣࠊ0; <5%ࠊ 1; 5㹼25%ࠊ 2; 25㹼50%ࠊ 3; 50㹼75%ࠊ 4; >75%࡜ࠊ






⫹ᄞ⒴ 20౛୰ 9౛(45%)࡛ㄆࡵࡽࢀࠊࡑࡢศ໬ᗘู࡛ࡢෆヂࡣࠊ㧗ศ໬ᆺ⟶≧⭢⒴ࡢ 7౛୰ 3౛(43%)ࠊ
୰ศ໬ᆺ⟶≧⭢⒴ࡢ 5౛୰ 2౛(40%)ࠊங㢌ᆺ⭢⒴ࡢ 6౛୰ 2౛(33%)ࠊపศ໬ᆺ⟶≧⭢⒴ࡢ 2౛(100%)
࡛࠶ࡗࡓࠋࡲࡓࠊ⫹ᄞ⭢⭘࡛ࡣ 3౛୰ 1౛(33%)࡛ Fhit⺮ⓑⓎ⌧ῶᙅࡀㄆࡵࡽࢀࡓࠋMlh1⺮ⓑࡣṇ
ᖖ⫹ᄞ࡛ࡣୖ⓶⣽⬊ཬࡧ㛫㉁⣽⬊ࡢ᰾࡟ᰁⰍࡉࢀࡓࠋMlh1⺮ⓑⓎ⌧㝜ᛶࡣࠊ⫹ᄞ⒴20౛୰6౛(30%)ࠊ
⫹ᄞ⭢⭘ 3౛୰ 1౛(33%)࡟ㄆࡵࡓࠋFhit࡜Mlh1⺮ⓑⓎ⌧ࡢ㛵ಀ࡛ࡣࠊFhit⺮ⓑⓎ⌧ࡀῶᙅࡲࡓࡣ
ᾘኻࡋ࡚࠸ࡿ 10౛୰ 6౛(60%)࡟Mlh1㝜ᛶࢆㄆࡵࡓࡀࠊFhit⺮ⓑⓎ⌧౛㸦୰㛫࠾ࡼࡧ㧗ᗘ㸧࡛ Mlh1













ㄽ ᩥ ᑂ ᰝ ࡢ ⤖ ᯝ ࡢ せ ᪨
 ᮏ◊✲ࡣ⒴ᢚไ㑇ఏᏊ࡛࠶ࡿFHIT㑇ఏᏊ࡜DNA࣑ࢫ࣐ࢵࢳಟ᚟㑇ఏᏊ࡛࠶ࡿMLH1㑇ఏᏊ࡟ὀ
┠ࡋࠊච␿⤌⧊໬ᏛᰁⰍ࡟ࡼࡾࠊࡑࢀࡒࢀࡢ㑇ఏᏊ⏘≀ࡢ⺮ⓑⓎ⌧࠿ࡽ⫹ᄞ⒴࡟࠾ࡅࡿ FHIT㑇ఏᏊ
␗ᖖ࡜ MLH1 㑇ఏᏊ␗ᖖ࡜ࡢ㛵㐃ࢆ᳨ウࡍࡿ࡜࡜ࡶ࡟ࠊP53 ⺮ⓑⓎ⌧࡟ࡘ࠸࡚ࡶ᳨ウࡋࡓࠋࡑࡢ⤖
ᯝࠊMlh1⺮ⓑⓎ⌧㝜ᛶ౛࡛ Fhit⺮ⓑⓎ⌧ῶᙅࡀ㧗㢖ᗘ࡛࠶ࡾࠊFHIT㑇ఏᏊࡀ࣑ࢫ࣐ࢵࢳಟ᚟㑇ఏ
Ꮚ࡛࠶ࡿMLH1㑇ఏᏊࡢࢱ࣮ࢤࢵࢺ㑇ఏᏊࡢ୍ࡘ࡛࠶ࡿྍ⬟ᛶࡀ᫂ࡽ࠿࡟ࡉࢀࡓࠋ࡞࠾ࠊFhit࡜ P53
⺮ⓑⓎ⌧࡜ࡢ㛫࡟ࡣ᭷ព࡞┦㛵ࡣ࡞࠿ࡗࡓࠋᮏㄽᩥࡣࠊFHIT 㑇ఏᏊ࡟ὀ┠ࡋࠊ⫹ᄞ⒴࡛ࡢⓎ⒴ᶵᵓ
ࡢゎ᫂࡟㈉⊩ࡋࡓࡶࡢ࡛࠶ࡾࠊ᫂ࡽ࠿࡟Ꮫ⾡Ỉ‽ࢆ㧗ࡵࡓࡶࡢ࡜ㄆࡵࡿࠋ
